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SUPPLEMENTARY ~~~~R~AT~~~~ The purpose of this final rule is to establish criteria and 

procedures by which OTC conditions may become eligible for consideration in the OTC drug 

monograph system. Currently, a sponsor wishing to introduce into the United States an OTC drug 

condition marketed solely in a foreign country must prepare and submit a new drug application 

(MIA). Likewise, companies with OTC drugs initially marketed in the United States after the 

1972 initiation of the OTC drug review must have an NDA. This final rule provides procedures 

for these NDA drugs to become eligible for inclusion in the OTC drug monograph system by 

fast submitting a time and extent application (TEA) to show marketing “to a material extent” 

and “for a material time.” Once determined eligible, safety and effectiveness data would be 

submitted and evaluated. This two-step process allows sponsors to demonstrate that eligibility 

criteria are met before having to expend resources to prepare safety and effectiveness data. 

I. Background 

The OTC drug monograph system was established to evaluate the safety and effectiveness 

of all OTC drug products marketed in the United States before May 1 I, 1972, that were not covered 

by NDAs and all OTC drug products covered by “safety” NDAs that were marketed in the United 

States before enactment of the 1962 drug amendments to the Federal Food, Drug, and Cosmetic 

Act (the act). In 1972, FDA began its OTC drug review to evaluate OTC drugs by categories 

or classes (e.g., antacids, skin protectants), rather than on a product-by-product basis, and to develop 

“conditions” under which classes of OTC drugs are generally recognized as safe and effective 

(GRAS/E) and not misbranded. 

FDA publishes these conditions in the Federal Register in the form of OTC drug monographs, 

which consist primarily of active ingredients, labeling, and other general requirements. Final 

monographs for OTC drugs that are GRAS/EZ and not misbranded are codified in part 330 (21 

CFR part 330). Manufacturers desifing to market an OTC drug covered by an OTC drug monograph 

need not seek FDA clearance before marketing. In a future issue of the Federal Register, the 
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agency will be pubtishing a final call for data for OTC drug products marketed in the United 

States before May 11) 1972, to be reviewed as part of the original OTC drug review, 

In the Federal Register of October 3, 1996 (61 FR 51625), FDA published an advance notice 

of proposed rulemaking (ANPRM) stating that it was considering proposing to amend its regulations 

to include criteria under which certain additional OTC drug conditions may become eligible for 

inclusion in the OTC drug monograph system. Interested persons were invited to submit written 

comments by January 2, 1997, The agency received 16 comments, which it discussed in section 

XI3E of a proposed rule that was published in the Federal Register of December 20, 1999 (64 

FR 71062 at 71067) (the proposed rule). 

Under the proposal, eligibility for consideration in the OTC drug monograph system would 

be determined by showing a condition’s use “to a material extent” and “for a material time” in 

compliance with the existing statutory requirements of the act. A number of ingredients have been 

marketed in OTC’ drug products under NDAs approved after May If, 1972. The agency provided 

criteria and procedures in this proposal for ingredients such as these to be considered for OTC 

drug monograph status. 

For OTC drug products without any U.S. marketing experience, this proposal represented a 

change in the agency’s previous interpretation of “use” requirements in section 201(p) of the act 

(21 I.3,S.C. 321(p)). Previously, the agency interpreted the use provision to mean use in the United 

States only. The agency proposed this change in policy to expand %se” to include foreign marketing 

experience because it believed that under certain circumstances use outside the United States may 

appropriately be considered to satisfy the use requirements in section 201(p) of the act, 

In the ANPRM, the agency used the term “condition” to refer to OTC drug active ingredients, 

indications, dosage forms, dvsage strengths, routes of administration, and active ingredient 

combinations. In the proposed rule, the agency has used the term “condi.tion” to refer to an active 

ingredient or botanical drug substance (or a combination of active ingredients or botanical drug 

substances), dosage form, dosage strength, or route of administration, marketed for a specific OTC 
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use. The agency has included the reference to botanical drug substance to recognize that the 

information needed for consideration of a botanical substance for inclusion in the OTC drug 

monograph system may differ from the information needed to evaluate other types of active 

ingredients for this purpose. 

XI. Description of the Prqmsed Rule 

The existing OTC drug regulations in part 330 do not define eligibility requirements for 

consideration in the OTC drug monograph system or what constitutes marketing to a material extent 

or for a material time. The proposed rule and this final rule set forth criteria and procedures for 

considering additional “conditions” (as discussed in section I of the proposed rule, 64 FR 71062) 

in the OTC drug monograph system. The definition of “%onditions” appears in 8 330.14(a) of the 

final rule. 

The proposed rule established procedures for a sponsor with a condition it considered eligible 

for consideration to provide the agency certain information to establish eligibility. The proposed 

rule presented these procedures in table 1 format’as part of a TEA as follows: (1) Basic chemical 

information about the ingredient (additional information needed for a botanical ingredient), (2) a 

list of afl countries in which the condition has been marketed, (3) how the condition has been 

marFeted in each country (e.g., OTC general safes direct-to-consumer, sold only in a pharmacy), 

(4) the number of dosage units sold, (5) marketing exposure (e.g., race, gender, ethmcity), (6) 

the use pattern in each country, (7) each country’s system for identifying adverse drug experiences 

(ADEs), including method of collection, (8) how long the condition has been marketed in each 

country, (9) all labeling used during the marketing perivd in any country, and the time period 

each labeling was used, (10) all countries where the condition is marketed only as a prescription 

drug and the reasons why, and (“l1) all countries where the condition has been withdrawn from 

marketing or OTC marketing has been denied. 

Xf T*Z)A determined the condition eligible for consideration in the OTC dnig monograph 

system, it would pubhsh a notice of eligibility in the Federalt Register and place the TEA on 
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public display. The sponsor and other interested parties would then submit data to support safety 

and effectiveness. ff the agency tentatively determined the condition GRAS/E, it would propose 

to amend the applicable OTC drug monograph or propose a new monograph. There is a comment 

period for interested persons to comment on the agency’s proposal, during which interim marketing 

would not be permitted. The agency would then publish a final rule, at which time marketing 

could begin. 

Interested persons were invited to submit comments by March 22,200O. The agency received 

comments from four industry trade associations, one health coverage association, three suppliers 

of OTC drug ingredients, and three manufacturers of OTC drug products. 

XII, Comments on $he Proposed Rule 

I. One comment contended that there is no legal basis for the agency’s proposal. The comment 

disagreed with FDA’s position that for a drug to qualify for inclusion in the OTC drug review 

and not be a new drug under section 201(p)(2) of the act the drug must have been used to a 

material extent or for a material time under its conditions of use in the United States only (64 

FR 71062). The comment added that there is no basis in the act to support FI>A’s interpretation 

that foreign data cannot be used to satisfy the material time or material extent requirements of 

the act. The comment noted FDA’s willingness in recent years to accept and rely upon foreign 

data as the basis for approving NDAs for prescription and OTCY drugs, food additives, and 

premarket applications for medical devices. 

The agency explained in the proposal (64 FR 7 1062) that it had previously interpreted the 

%se” requirements in section 201(p) of e act to mean use in the United States only, and that 

the proposal represented a change in the agency’s interpretation. The agency proposed this change 

in policy to expand “use” to include foreign marketing experience because it believed certain 

circumstances of use outside the United States may appropriately be considered to satisfy the use 
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requirements in section 20[t(p) of the act. The agency considers this approach cansistent with its 

use of foreign data as the basis for approving IWAs far prescription and OTC drugs, food additives, 

and premarket applications for medical devices. The agency continues to believe that there is an 

appropriate legal basis for the additional criteria and procedures in this final rule, as described 

in the proposal. 

2. One comment contended that the proposed procedures would effectively terminate the OTC 

drug monograph process as conceived and implemented to date, noting that the process has included 

flexibifity to consider new conditions and allowed interim marketing for nonmonograph products. 

The comment added that the agency’s procedural regulatiuns fur the OTC drug review were 

designed to be flexible and to establish a standard procedure fast for the review of pre-1972 drugs 

and later to determine the status of post- 1972 and foreign marketed drugs. The comment considered 

the new procedures inflexibfe and unworkable. 

The agency disagrees that the new procedures are inflexible and unworkable and w&d 

effectively terminate the OTC drug monograph process as conceived and implemented to date. 

The agency also disagrees that the procedural regulations for the OTC drug review were designed 

for review of post-1972 and foreign marketed drugs. The proposal (37 mR 85, January 5, 1972) 

and the final rule (37 FR 9464, May f 1, 1972) that established the OTC drug review only discussed 

OTC drugs “now marketed.” Estimates af the number of OTC drug products on the market (37 

FR $5) only covered the United States. Thus, the original OTC drug review procedures were not 

developed to address pust-1972 and foreign marketed drugs. Accordingly, the agency proposed 

(64 FR 7 1062 at 7 1067) and is modifying the existing procedures in 6 330.10 to make them 

consistent with the new scope of the review. Interim marketing is discussed in comment 21 of 

section IIf. D of this document. 

3. A number of comments contended that the proposed procedures and data requirements are 

too complex and protracted, unduly burdensome (more burdensome than the NDA process), 

unrealistic, pruhibitive, and unwieldy to be of practicaf value to industry. The comments stated 
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that the TEA is too unerous and broad in scope because it requires exhaustive information rather 

than adequate information to demonstrate marketing history. The comments argued that it is 

excessive to require exhaustive data from every cuuntry in the world for a threshold efigibility 

consideration. Another comment added that the requirement for a worldwide data search would 

be a disincentive to cumpanies with good data from a few countries but without the resources 

to do a worldwide search. One comment added that the safety and effectiveness consideration 

should be based upon the quality of the data, not upon arbitrarily selected material times, material 

extents, or listing of countries, and that the scope of certain requirements is quite narrow and 

restrictive (e.g., show that pharmacy-only safe does not indicate safety concerns). Several comments 

requested that the procedures be more flexible and less complicated so as to encourage quality 

products to enter the review process rather than deter them frum entry. Other comments suggested 

that the agency rescind the proposed rule. Two comments recommended that the agency use the 

same efigibility criteria for foreign ingredients as used for domestic ingredients in the original 

OTC drug review. 

The agency does not consider the TEA too onerous or broad in scope. The TEA is designed 

to provide FDA basic information about a condition for which it may have We or no information. 

The TEA is also designed to provide sufficient information to alIow for a one-time assessment 

of a condition’s eligibility for consideration in an OTC drug monograph. The agency agrees with f 

the comments that it is not necessary to require exhaustive data from every country in the world 

for a threshold eligibihty consideration and has modified some of the TEA requirements (see 

comment 12 of section III.3 of this document), The agency agrees that the safety and effectiveness 

consideratiun should be based upon the quality of the data. The agency does not believe that the 

procedures wilt1 deter quality products from entering the review process because products with 

quality data should be able to readily meet the requirements of the process. Excluding prescription- 

to-OTC switches that the panels could consider, the primary criterion for eligibility in the original. 

OTC drug review was that the ingredient had to be in the U.S. OTC market before May 11, 
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1972.. It woufd not be practical to use that date for foreign conditions because many conditions 

that entered the market after that date would be excluded. In addition, none of the foreign conditions 

have been marketed in the United States and the United States has no experience with these 

conditions. The agency has developed eligibility criteria, as discussed in the preamble of the 

proposed ruIe (64 FR 7 1062 to 71064), that it considers necessary to provide sufficient information 

for a condition to be considered for inclusion in the OTC drug monograph system. The agency 

finds no basis to rescind the proposed rule, and the agency is publishing a final rule so that 

additional conditions may now begin to be considered. 

4. One comment contended that the proposed procedures would estabfish a nonttiff trade 

barrier in violation of the General Agreement on Tariffs and Trade (GATT). The comment stated 

that the proposal differentiates between a cosmetic-drug sold in the United States prior to 1972, 

which is eligible for inclusion in the OTC drug review without any further information, and a 

cosmetic-drug sold outside the United States prior to 1972, which would be eligible only after 

submitting a comprehensive TEA. The comment added that the proposal also discriminates against 

foreign products by prohibiting marketing until publication of a final monograph, while U.S. 

products may generally be marketed after publicatiun of a tentative final monograph (TFM). 

The issue of a trade barrier in violation of GATT was also raised in the comments on the 

ANPR.NI and was discussed in comment 1 f of section IILB of the proposed rule (64 FX 71062 

at 7 1072). The agency does not believe that any provisions of this final rule would viofate GATT’ 

(which is now one of the multilateral agreements annexed to the agreement establishing the World 

Trade Organization). Among other reasons, foreign-manufactured products marketed in the United 

States prior to 1972 are treated the same as domestic manufactured products marketed in the United * 
States prior to 1972. Similarly, both foreign and domestic manufactured products marketed in the 

United States after 1972 under NDAs would be eligible for consideration in the OTC drug review 

after submission of the same TEAS demons~ating that the same material time and extent criteria 

have been met. Foreign manufactured products previously marketed only in foreign countries would 
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also be eligible for consideration in the OTC drug review after submission of TEAS that show 

these same material time and extent criteria have been met. Under this rule, drugs produced in 

the United States and those produced abroad would be treated the same way, and both would 

be required to comply with U.S. labeling and manufac~~ng requirements as a condition of 

marketing in the United States. 

Interim marketing is discussed in comment 21. of section Ifl[.D of this document. Under 

6 330.14(h), products previuusfy marketed unly in foreign countries that are included in a tentative 

final monograph may also, if appropriate, be marketed in the United States before completion 

of the final monograph. 

The provisions of this final rule serve to promote and protect human health and safety and 

do nut create trade barriers. 

5. One comment noted that under the proposal a condition is not eligible for OTC drug 

monograph status if marketing in the United States is limited to prescription drug use only and 

requested the agency to expand the criteria for monograph status to include drugs marketed by 

prescription in the United States. The cement contended that FDA may determine drugs to be 

eligible as GRAS/E for an OTC drug monograph on the basis of various types of evidence, 

including “significant human experience duf-ing marketing.” The comment contended that if 

adequate adverse event information is available for foreign OTC drugs that remain prescription 

drugs in the United States, FDA should allow consideration of these active ingredients for possible 

inclusion in an OTC drug monograph. The comment added that certain prescription conditions . 
were considered for and added to the QTC drug monographs during the original OTC drug review 

(drugs marketed prior to 1972). Another comment considered the proposal narrow and restrictive 

because a drug sold OTC in some foreign countries would be ineligible for monograph status 

if it is marketed by prescription in the United States. 

The agency agrees with the comments and believes there was an inconsistency with the criteria 

proposed in $330.14(b). Under the proposed criteria, a condition marketed OTC in one or more 



foreign countries that is limited to prescription use in other foreign countries would be considered 

for eligibility in the OTC drug monograph system. However, a condition marketed OTC in one 

or more foreign countries that is limited to prescription dmg use in the United States would not 

be considered for eligibility. The agency has decided to address this inconsistency by removing 

the criterion in proposed 6 330,14(b)(2) to allow conditions marketed UTC in foreign countries 

that are limited to prescription drug use in the United States to be considered for eligibility in 

the OTC drug monograph system. If such a condition is found to be eligible, the sponsor must 

then provide the necessary information, which would include the U.S. prescription marketing 

experience, as part of the safety and effectiveness submission to establish that the condition is 

appropriate for OTC status in the United States and that it can be marketed as GRAS/E under 

the OTC drug monograph system. The agency believes that it can adequately address in its 

monograph review the issues associated with a product’s prescriptiun use in the United States, 

and the appropriateness of switching the product to OTC use. 

6. One comment contended that there is no need for F?DA to make a material time/extent 

determination wholly separate from its consideration of safety and effectiveness. 

The agency discussed this subject in comment 13 of section I1f.C of the pruposed rule (64 

FR 71062 at 71073) and provided three reasons for the two-step review approach. The cumment 

did nut provide any reasoning to support rejecting this approach, and the agency concludes that 

separate evaluations of material time/extent and safety/effectiveness are the most efficient way to 

evaluate these additional conditions for inclusion in an OTC drug monograph. 

7. One comment contended that the TEA fifing reflects a ~sunderst~ding that spunsors must 

show both material time and material extent, The comment stated that a product is legally required 

to satisfy the requirement of ‘?o a material extent” or “‘for a material time,” which was intended 

to satisfy the requirement that a drug be used for sufficient time or have wide enough distribution 

for discovery of any adverse experiences. 
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The agency discussed this subject in comment 8 of section I1X.A of the proposed rule (64 

F;R 71062 at 71069 to 7 1070). The agency explained there why a condition that is considered 

“not a new drug” must satisfy both the material extent and the material time criteria in section 

201(p)(2) of the act. The comment did not provide any infurmation to change the agency% position. 

8. One comment agreed with most of the proposed time and extent criteria, but contended 

that specific data on the number of dosage units sold in each country (number of units sofd by 

package sizes, number of doses per package based on labeled directions for use) is difficult to 

compile, unnecessarily detailed for evaluating time and extent of marketing, and unlikely to be 

maintained by industry with the degree of specificity proposed in the rule. The comment concluded 

that specific marketing information related to dosage units should be required only to the extent 

it is reasonably capable of being compiled. A second comment stated that there should be no 

numerical floor for the number of units that must have been marketed. Another comment stated 

that the number of dosage units soid should be replaced by the total quantity of product sold, 

with an extrapolation to the number of consumer units based on average package size. 

The agency has reconsidered how information should be provided on the number of dosage 

units sold. The agency% primary concern is determining consumer exposure to the condition. TBe 

agency has determined that the number of units sold by package sizes (e.g., 24 tablets, 120 

milfifiters (mL)) and the number of doses per package based on the labeled directions for use 

may not be necessary to determine a condition’s extent of marketing and is removing these 

requirements from proposed 6 330.14(c)(2)(ii). Instead, the agency is only requiring a fist of the 

various package sizes for each dosage form in which the condition is marketed OTC along with 

an estimate of the minimum number of potential. consumer exposures to the condition using one 

of the following calculations: (-1) Divide the total number of dosage units sold by the number 

of dosage units in the largest package size marketed, or (2) divide the total weight of the active 

ingredient sold by the total weight of the active ingredient in the largest package size marketed. 

Information on package size should be readily availabfe frdm marketers of the product, if other 
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than the sponsor, or other marketing sources (e.g., wholesalers) and w ill allow the sponsor to 

estimate the minimum number of potential consumer exposures to the condition. fn addition, to 

ensure that consumer exposure is adequate for any one dosage form, the agency is changing the 

proposed criterion in 5 330.14@ )(2)(G) to state ‘“rhe total number of dosage units sold for each 

dosage form of the condition.” One comment’s request fur replacing “ the number of dosage units 

sold” w ith “total quantity of product sold” is discussed in comment 1 I of section UX.B of this 

document. The agency agrees that there &c&d be no numerical flour fur the number of dosage 

units that must be marketed and is nut including such criteria in this final rule. 

9. One comment requested the agency to reconsider its requirement for information regarding 

geographical and cultural differences (e.g., race, gender, ethnic@ ) between the countries where 

the product has been marketed and the U.S. population. The comment contended that this 

info~ation is difficult to obtain, subjective in nature, and subject to inconsistent evaluation. The 

comment maintained that specific marketing information related to geographic and cultu.raI. 

distinctions should be required only to the extent it is reasonably capable of being compiled. The 

comment requested that FDA require this information only in those situations where it is aware 

of specific cultural and/or geographical differences that would be relevant to the review process. 

Another comment stated that it should be possible to refer to large geographical areas (e.g., the 

population of the European Union) to support sufficient variability in terms of culture and gender 

to show adequate population exposure. 

The agency discussed the need for marketing exposure data in comment 1 I of sectiun 1IX.B 

of the proposed rule (64 FR 7 1062 at 7 f07f to 7 1072). Because of the potential breadth of this 

requirement, the agency is modifying the criteria in proposed 5 33&14(c)(2)(iii) to require, as a 

means of determining marketing exposure, information on the popufation demographics 

(percentages of various racial/ethnic groups) for each country where the condition has been 

marketed and the source(s) from which this info~ation has been compifed. Examples of sources 

for this infurmatiun include the following Internet sites: http://www.cia.gov/~i~pub~i~ations/ 
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factboo~index.ht~, and http:~~www.state.gov/www~a~k~ound /index.htmi. The national 

statistical office for the individual country also may provide relevant information. Tire agency 

believes this information will not be difficult to obtain or subjective in nature, and that it can 

be evaluated consistently. Although sponsors may use the categories and definitions in the Office 

of Management and Budget’s Federal Re@ter notice, entitled %evisions to the Standards for 

the Classification of Federal Data on Race and Ethnic@,” when describing the population 

demogr;aphics of each country, the agency is removing the reference to this document from 

0 33~.~4(~)(2)(iii) because other countries may not use all of these categories and definitions. 

IO. One comment requested that use pattern information (e.g., how often and how ltong the 

ingredient is to be used according to its labeling) (proposed 6 33&14(@(2)(iv)) be included as part 

of the safety evaluation rather than as part of the time and extent infof-mation. The comment stated 

that such information involves an evaluation of historical labeling and appears to be related to 

safety; thus, it is more appropriate in the safety submission rather than in the TEA. 

The agency discussed the need for providing use pattern information as part of the TEA in 

comment 7 of section MA of the proposed rule (64 FR 71062 at 71069). The agency stated that 

this info~ation was needed at that stage of the condition’s review to determine if a product’s 

use is different in other countries than it would be in the United States. However, the agency 

is modifying the criterion in proposed $330. f4@)(2)(iv) to require use pattern ~nfu~ation only 

when the use pattern varies between countries or when it has changed over time in one or more 

countries. The agency agrees that use pattern information is also related tu the condition’s safety, 

and aIso may consider it in the safety evaluation. 

11. Two suppliers of active ingredients expressed concern about being able to provide accurate 

information on how their ingredients are marketed in final form, the number of final product units 

sold, and the labeling or adverse event reports relevant to finished products. One supplier stated 

that it could pruvide information about the countries in which the active ingredients are sold and 

the quantities sold for OTC use, but that customers would be unlikely to provide their sales data. 
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The comments asked FDA to accept sales and related information from active ingredient 

manufacturers as evidence of material time and material extent. 

The agency has reconsidered the information requirements for a TEA. Xn addition to the 

revised requirements discussed in response to other comments, sponsors of TEAS who are 

manufacturers or suppliers of OTC active ingredients may provide dosage unit information as total 

weight of active ingredient sold (cumulative total for the specific condition being considered) for 

each country in which the condition is marketed. This revision to 0 330.14(c)(2)(C) provides active 

ingredient manufacturers a mechanism to provide pertinent sates data. The agency has also reduced 

the amount of labeling information that must be provided (see comment 14 of section II1.B of 

this document). The agency discussed the availability of ADE information in the proposal (64 

F% 71062 at 7 1070 to 7 107 1) and the comment did not provide any basis to support changing 

this requirement. 

12. One comment agreed with the importance of the objectives of the data requested in 

propused 5 330.f.4(~)(2), i.e., that detailed information from a number of countries addresses some 

of the ethnic, cultural, and racial variances that may exist among users in foreign markets and 

the relevance of this information to potential. use of the product in the United States. However, 

the comment considered it burdensome to provide this information from alI countries if the product 

is marketed in a large number of foreign countries. The comment suggested an alternate TEA 

requirement for products that have 5 years or more of continuous marketing in SO or more countries 

and marketing fur 20 years or more in ore of the “‘Tier 1” countries for purposes of the export 

provisions of section 802(b)(f)(A) of the act (21 U.S.C. 382). These countries incIude Australia, 

Canada, Israel, Japan, New Zealand, Switzerland, South Africa, and the European Union (NJ) 

or a country in the European Economic Area (the countries in the EU and the European Free 

Trade Association). 

The comments suggested that sponsors meeting the lfireshofd criteria would be permitted to 

select, after consultation with FDA, six countries that represent both significant markets fur the 
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product and cultural diversity. The sponsor would then complete the TEA with information 

applicable to the six countries or, with FDA’s agreement, obtain information by contacting public 

health officials and otherwise soliciting information on the type of marketing, patterns and 

conditions of use, and adverse drug experiences from product users in each selected country. The 

comment cuncluded that this approach should provide the necessary information for FDA to make 

its evaluation and provide sponsors the uppo~~ty to consult with the agency to develop reasonable 

means to collect the information needed to assure FDA of the suitability of foreign-marketed 

conditions. Another comment stated that the information requested in proposed 6 330.14(c)(1), 

(c)(lt)(ii), (c)(2)(iv), and (c)(3) is very difficult, if not impossible, for a manufacturer of the raw ’ 
+ 

mat&al to provide because only the manufacturers of finis.hed products would be able to provide 

this infurmation. The comment recommended that for cIasses of OTC drugs fur which there are 

only qualitative instructions for use, such as for sunscreen and antidandruff products, the basic 

information required would be based on the number of kilograms of the active ingredient sold 

per year and per country for this intended drug use. In addition, the regulatory status of the 

ingredient in those countries that have specific legislation corm-offing the usage of the ingredient, 

and the ma~mum amount of the substance allowed to be marketed, would be provided. The 

comment recommended revisians to $33O.f4(c)( I), (c)(2)(ii), (c)(2)(iv), and (c)(3) and the 

following new 6 330.14(c)(2)(vi) to allow certain products to comply with proposed 

0 330m14(c)(2)(ii): 

For sunscreen and antidandruff OTC drugs in which there are no quantitative dosage 

Instructions for the use of the products in the final monographs, fist all countries that the drug 

is approved for use, what maximum concentrations are allowed, any restrictions on usage that 

are enfurced, the number of kifograms sold per country (per year and cumulative), what known 

adverse effects have been reported and Iist the other drugs in the same OTC category that it has 

been combmed with. This data to be supplied in tabulated form. 
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The cumrnent further suggested that these modi~cations be limited to OTC sunscreen drugs 

that are permitted for use in annex VII of the EU Cosmetics Directive and the OTC antidandruff 

drugs that are regulated as preservation materials in annex VI, or are for restricted use as indicated 

in annex III of the EU Cosmetics Directive for this purpose. The cumment concluded that this 

approach should assure l?DA that the active ingredients in these two classes have had a pedigree 

of peer review and/or a history of lung usage in the EIJ. Another comment strungly supported 

annex VII of the EU Cosmetics Directive to demonstrate the safety and effectiveness of four 

sunscreen agents marketed in Europe. 

Another cumrnent contended that it should not be necessary to submit a TEA for an ingedient 

that has been sold in the United States [under an NDA] for a material time and extent, e.g., 

including ibuprofen in the internal analgesic monograph. The comment added that under the 

proposal the only information exempted is labeling from every country. 

The agency agrees with the first comment that it may nut be necessary to provide detailed 

infurmatiun from each country in which a condition is marketed if the condition has extensive 

marketing in a large number of foreign countries. The agency is providing an alternate TEA 

requirement if a condition has been marketed OTC in five or more countries with a ~nimum 

of 5 contimtous years of marketing in at least one country. Sponsors who have this extensive 

marketing experience fur a condition should select at least five of these countries from which 

to submit infurmation in accord with 5 330.14(c)(2)(i) through (c)(2)(%). Countries that are selected 

must include the country with a minimum of 5 continuous years of OTC marketing, countries 

that have the longest duration of marketing, and cuuntries having the must support fur extent of 

marketing, i.e., a large volume of sales with cultural diversity among users of the product. If the 

condition meets these criteria in countries listed in section 802(b)(I)(A) of the act, some of these 

countries should be included arnung the five selected. Sponsors should provide information from 

more than five countries if they believe that it is needed to support eligibility. Sponsors should 
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explam the basis for the countries selected in the TEA. This alternate TEA requirement appears 

in Q 330.14(c)(4) of this final rule. 

Even though sunscreen and antidandruff products are regulated differently by the EU, both 

are considered OTC drugs in the United States and are so regulated as part of the OTC drug 

monograph system. The agency recognizes that it may be difficult for manufactnrers of the raw 

material to obtain sume of the infurmatiun on finished products. Therefore, the agency is not 

requiring raw material. manufacturers to provide the number of dosage units sold in each country 

(see comment 11 of section IIH3 of this document), The total weight of active ingredient sold 

per country (cumulative) for the intended use of the condition will be adequate, and the agency 

has revised proposed 0 330.14(c)(2)(“) I accordingly in this final rule. The other required information 

in the comment% proposed 6 330.14(~)(2)( VI ‘) is already included in other parts of the regulation. 

Therefore, the agency sees no need to adopt new $j 33@14(c)(2)(vi). 

The agency concIudes that it is still necessary to submit a TEA for an ingredient already 

marketed OTC in the United States under an NDA because the agency needs to evaluate if the 

conditiun has been marketed to a material extent and fur a material time whether the OTC 

marketing was in the United States or elsewhere. In the proposal (64 FR 7 1062 at 71081), the 

agency stated that infurmation on marketing expasure (proposed (5 33@14(c)(2)(iii)) and the length 

of time the condition has been marketed ia each country accompanied by all labeling used during 

the marketing period (pruposed 0 330,14(c)(3)) need nut be provided for OTC drugs that have 

been marketed for more than 5 years in the United States under an NDA. In this final rnfe, the 

agency is removing the requirements to submit certain infurmation if the condition has more than 

5 years marketing in the United States under an NDA including: (I) Wow the conditiun has been 

marketed (5 330.14(@(2)(i)), (2) a description of each country’s system fur identifying ADEs 

(6 330.14(~)(2)(v)), and (3) all countries where the condition is marketed only as a prescription 

drug (6 330.14(c)(S)). The agency is not requiring this information because the information needed 

to satisfy these requirements is obtainable from the MDA. 
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13. One curnment urged that there not be a rigid and inflexible S-year marketing requirement 

to determine material time prior to considering monograph status fur an OTC drug active ingredient. 

The agency discussed this subject in comment 6 of section HLA of the proposed rule (64 

F’R 7 1062 at 7 1069). The agency noted there that in response to the ANPFUVI a number of comments 

agreed with the proposed 5-year minimum requirement to satisfy marketing fur a material time. 

The agency considers a minimum of 5 years of OTC marketing experience a necessary duration 

of time to detect infrequent but seriaus ADEs that are occuting and, thus, provide an appropriate 

margin of safety. The comment did not provide any inforrnatiun to change the agency’s position. 

However, the agency is modifying the eligibility criteria in propused 0 330.14(b)(3) (new 

8 330.14(b)(2)) by deleting the word %uuntries” to clarify that the ~nimum requirement is 5 

~ont~nuuus years of marketing in the same country. Although the agency recognizes that some 

conditiuns may be able to demonstrate marketing to a material extent from marketing in only 

one country, sume conditions may nut be able to du so. Therefore, the agency is adding the 

following sentence to the criteria in new section !$33&14(b)(2): “Depending on the condition’s 

extent of marketing in only one country with 5 continuo?tls years of marketing, marketing in mure 

than one country may be necessary.” 

14. Two comments contended that marketing history (proposed 6 330.14(c)(3)) will be ~f~~nlt 

to obtain and requested the agency to firnit information to a review of time and extent of marketing. 

One comment requested that specific marketing information related to historical product labeling 

be required only to the extent it is reasonably capable of being compiled. 

The agency has reassessed the historical labeling requirements in proposed $330.14(c)(3) and 

determined that the requirements can be modified. Because additional warning and direction 

information is most likely added over time rather than removed, the agency believes that a 

condition’s current labeling will provide the appropriate, needed infurmation. Therefore, the agency 

is revising proposed 0 330.14(c)(3) to require that sponsors submit a statement of how lung the 

condition has been marketed in each country and how long the current product labeling has been 
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in use. In addition to pruviding a copy of the current product labeling, the sponsor should state 

whether that labeling has or has nut been authurized, accepted, or approved by a regulatory body 

in each country where the condition is marketed. 

15. Two comments stated that timeframes should be estabhshed for pubhcatiun of propused 

and final ru‘fes. Based on considerable delays in the rulemaking process, the comments believed 

that the delay between publication of a proposed and final ruIe will nut be minimal, Two comments 

urged the agency to institute specific timeframes fur review of TEAS (one comment recommended 

90 days) and safety and effectiveness submissions. The comments stated that the OTC drug review 

was implemented in 1972, and has yet to be completed and that some foreign ingredient petitions 

have languished before the agency fur years. One comment expressed concern that submissions 

would continue to languish without specific review timeframes. The comment cited the agency’s 

ratiunale in the proposed r&e fur not including review timeframes. The curnment argued that it 

is the applicant’s responsibility to ensure that submissions are prepared adequately and that it is 

unlikely that the agency will be overrun with apphcations upon implementation of the final rule. 

The comment stated that review timeframes would be in keeping with the goal of the Food and 

Drug Ad~nis~atiun Mademization Act (FDAMA) to impruve the efficiency of application review 

and that the agency has a public health obligation to ensure that applications are reviewed in a 

timely manner. The curnments concluded that it is critical that timeframes be established if the 

agency does nut permit interim marketing. 

The agency agrees that TEAS and safety and effectiveness submissions shuuId be reviewed 

in a timely manner consistent with the goal uf improved efficiency. The Division of OTC Drug 

Products will be responsible fur evaluating al1 TEAS and overseeing the progress of safety and 

effectiveness reviews. As differences will invariably occur in the quantity and quality of the TEA 

and GRAS/E submissions received, it is not pussible to set exact timeframes fur completing these 

reviews. The Division will strive to complete TEA evaluations within 90 to 180 days of receipt 
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and wi!f implement procedures to ensure that agency resources are used appropriately and result 

in timely action on safety and effectiveness submissions, The Division wiil contact the sponsor 

within 180 days about the status of its request. 

The anticipated workfoad for reviewing these additional conditions is difficult to predict. The 

agency estimated in the proposal (64 FR 7 f 062 at 7 f 078 to 71079) and in this final rule that 

the number of TEAS submitted annuaflty would be 50, with 30 approved, and with 3 subsequent 

safety and effectiveness submissions for each approved TEA. The agency received only one 

comment on these estimates to help with its workload projections. That comment stated that it 

is unlikely that the agency will be overrun with applications upon implementation af the final 

rule. The agency notes that another comment from a foreign industry association representing the 

cosmetics, toiletries, perfumes, and detergent industry stated that it represented 350 member 

companies who produce cosmetic= products for markets afi over the world and that it has been 

waiting for this new process for a long time (Ref. I). If a number of this assoGation’s members 

sponsor TEAS, the agency’s workload estimates could be low. The agency predicts that as it gains 

experience with evaluating the foreign data, the speed of its reviews should increase. While the 

agency is currently unable to project the timeframe it will take ta publish proposed rules, it 

anticipates that the time between proposed and final rules should be short, in many cases because 

the proposed action will be to add another ingredient to an already existing monograph far which 

the basic OTC labeling fur the product is already established. When a new monograph and OTC 

drug product labeling is initially established, the agency anticipates that the timeframe between 

proposed and final rules may be somewhat longer. 

16, One comment offered suggestions for streamlining the review process for TEAS and safety 

and effectiveness submissions. For TEAS, the comment suggested that the agency publish a 

guidance document to help ensure that the content and format of applications are submitted in 

a uniform matter. The comment stated that the agency could then use the refuse-to-file concept 

for applications that do not meet the basic requirements. For safety and effectiveness submissions, 
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the comment fully supported voluntary use of accredited outside urganizations or individuals, such 

as a third-party review program developed by the European Sunscreen Manufacturers Association 

(Ref. 2) or FDA’s medical devices pilot program for third-party review of selected premarket 

notifications . The comment believed that the agency could implement such a program under the 

authority of FDAMA. Another corrxment also strongly supported third party review to reduce review 

time. 

The agency may publish a guidance document to assist manufacturers to organize TEAS in 

a uniform manner, However, the agency did not want to delay publication of this final rule while 

developing that guidance document. Xn the meantime, sponsors should organize their TEA in the 

sequence in which information is Iisted in $330.14(c). The agency will not use a “refuse-to-file” 

concept (a threshold determination) for TEAS that do not meet the basic requirements. The agency 

will do a substantive review of all TEAS, and any TEA that does not contain the required 

information will result in the condition being found not eligible for consideration. 

The agency used a third party review system (advisory review panels) for the original OTC 

drug review and states that it may use an advisory review panel in 3 330.14(g) of the new 

procedures. When a third-party reviews the safety and effectiveness data, the agency still needs 

to do its own independent evaluation of the data. Therefore, in the new procedures in 0 33(X14(g), 

the agency states that it may evaluate the data in conjunction with the advisory review panel or 

on its own without using an advisory review panel. Both of these procedures are intended to reduce 

the overall review time. Based on the number of conditions submitted for review, the agency may 

consider other alternatives, as necessary, to review submissions in a timely manner. 

17. Two comments requested confirmation that the agency would maintain the confidentiality 

of ineligible TEAS. One comment recommended that this information be returned to the applicant, 

The comments also requested confirmation that sales data identified by the company in an eligible 

TEA as trade secret or confidential would remain eonfidentiaf under 18 USC. 1905, 5 U.S.C. 

552(b), or section 301(j) of the act (21 USC, 331(j)). One comment stated that it is unclear whether 
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the agency intends to nutify the applicant if it does not agree with the request for confidential 

treatment. The comment requested that the agency clarify that it will give notice, consistent with 

5 U.S.C. 552(b), so that applicants can determine whether to withdraw the information. 

The procedures related to the ~un~dentiali~ of a TEA are in Q 330.14(d). EC)A processes 

a TEA as confidential until a decision is made on the eligibility of the submitted cunditiun fur 

consideration in the OTC drug monograph system. If the conditiun is not found eligible, the agency 

will nut place the TEA on public display, Only a letter from the agency to the applicant, stating 

why the conditiun was not found acceptable, will be placed on public display in the Dockets 

Management Branch. However, the agency cannot return the TEA to the applicant, but must retain 

it as the data upon which the agency made its decision. 

Xf the condition is found eligible, the agency will place the TEA on public display after deletion 

of any information deemed confidentia! under 18 U.S.C. rf905,5 U.S:C. 552(b), or 21 USC. 

331(j). This is similar to the process used for submissions to the advisory review panels under 

5 330.10(a)(2) of the OTC drug review administrative procedures. Under those procedures, when 

the agency published a panel’s report (ANPRM) in the Federa Register, it stated in the notice 

that all of the infurmatiun that had been submitted to the panel would be put on public display 

30 days after the date of publication except to the extent that the person submitting it demonstrates 

that it falls within the confidentiality provisions of 18 U.S.C. 1905 or 21 USC. 331(j). (Section 

330,10(a)(2) has been updated to also include 5 USC. 552(b).) None of the infurmation submitted 

tu the panels was specifkalfy designated as confidential. Requests for confidentiality were tu be 

submitted to the agency during that 3&day period for the agency to evaluate before placing the 

submissions on public display. Under the new prucedures in 0 330.14(d), a sponsor must identify 

what information in the TEA it considers confidential under the above statutory provisions. The 

agency’s general philusuphy is that most, if not all of the information in a TEA should be considered 

ptIbfic information. As discussed below, the agency has revised the information requirements to 

take this intu account. 
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The agency has determined that most of the required infurmation wuufd not be considered 

confidential in making an eligibility determination. Total sales figures covering a period of years 

histuricafly have nut been considered confidential in the OTC drug review process* The agency 

has determined that yearly salles figures do not need to be provided and has revised proposed 

s; 330. f4(c)(2)( - ‘) 11 accordingly in this final rule. However, if a spunsax needs to provide yearly sales 

figures to explain something about the marketing of a condition, it should do so but should not 

expect the agency to keep the infurmation confidential. 

Section 330.10(a)(2) only requires a sponsor to provide a statement of the quantities of active 

ingredients of the drug product. It dues nut require inactive ingredient information and that 

infurmatiun should nut be provided unless it appears in the product’s labeling. ~nfo~at~on about 

a color or fragrance in the product is not required and should nut be included in the TEA. 

Informatiun about inactive ingredients generally is nut considered confidential, because such 

informatiun would appear in the labeling of the OTC drug or clnng-cosmetic product in the United 

States. If a specific manufacturing process is included in a TEA because that information is 

necessary tu explain the pruduct and that process relates to the “product” and not the “active 

ingredient(s),” it may be consi*dered confidential, unless it has a bearing on the pruduct”s safety 

and effectiveness. Other thanthis limited situation, the agency does not anticipate that other . 
infu~ation in a TEA will be considered confidential. The agency’s view is that consideration 

for OTC drug monograph status is a public process and a13 information provided should be part 

of the public record if the condition is determined to be eligible. If the agency dues nut agree 

with a sponsor’s request for confidential ~eatment of specific parts of a TEA, it intends to discuss 

the matter with the spunsur befure placing the TEA on public display, just as it did with parts 

of the submissions made to the panels under the original OTC drug review. 

18. One cornrnent recommended that any advisury committees used to make GRAS/E 

dete~natiuns fur foreign marketed products be comprised uf experts with OTC drug experience, 

including experience outside of the United States. The comment stated that this is necessary to 
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properly assess and appreciate the full impficatiuns of non-U.S. marketing and regulatory systems 

under which these ingredients may have been marketed. 

T”‘he agency intends to use its Nonprescription Drugs Advisory Committee (NDAC) as the 

primary advisory committee to consider CaASE determinations fur foreign marketed products 

NDAC will be supplemented by members from other committees as appficable to the subject matter 

being considered. These committee members wiff have OTC drug experience, some of which may 

include experience outside of the United States, depending on the composition of the agency’s 

advisory committees, which changes yearly. The agency intends to alflow sponsors to present 

informatiun to inform advisory comrGttees that consider GRAS/E? determinations fur foreign 

marketed products about the regulatory systems under which these ingredients may have been 

marketed. 

19. One comment recommended that sponsors be tentatively notified if the condition can not 

be CRCISB and be provided an uppurtunity to supplement their submission or withdraw it, rather 

than receiving notification from the agency that the condition is not GR4SE. The comment 

explained that a determination of nut GRASE may be inconsistent with the condition’s regulatory 

status in other countries, and the sponsor should have the opposes to withdraw the submission 

prior to a final agency decision. 

The agency intends to use its established OTC drug review feedback procedures to nutify 

sponsurs and other interested parties who have submitted data and information in response to a 

notice uT eligibility if a condition has been determined not to be GRAS/EL Parties can respond 

to a feedback letter and supplement their submissions. The agency may request a response within 

a specified timeframe in order tu complete its review in a timely manner. A sponsor can also 

withdraw its request for the agency to consider its sub~ssion’(w~ch would nut stop the agency 

from publishing its decision in the Federaf Register), but the submission is part of a pubhc docket 

and will nut be retimed. Parties will have another uppurttnrity to respond when the agency 
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publishes a notice of proposed rulemaking to include the condition in $3 IO.502 (21 CFR 3 HI.502). 

(See 6 330.14(g)(4) and (g)(S).) 

20. One comment requested that the agency begin to accept TEAS pending the completion 

of the final rule. The comment based this request on the delay in issuing the final rule and ~umerons 

citizen petitions pending befure the agency. The comment stated that such actiuns would be 

consistent with notifications fur Generally Recognized as Safe (GRAS) status fur food substances 

under the agency’s prupused rule for GRAS notifications. The cumment also requested that the 

agency equitably resolve its back lug of citizen petitions by giving priority to those petitions which 

have been pending for more than IQ years. 

The agency decided nut to accept TEAS prior to completion of the fina rule so that all. TEAS 

that are submitted will be in the fur-mat required by this final rule. Likewise, the agency will 

be responding to the pending citizen petitions (fur considering certain fureign conditions for OTC 

drug munugraphs) by telling the petitioners to submit TEAS with the required infurmation in the 

proper format. A petitioner should be able to readily convert their petition to a TEA and submit 

it to the agency to begin the review process. TEAS will generally be reviewed in the order they 

are received. However, if the petitioners convert their pending citizen petitions tu TIZAs and submit 

them within 120 days of the publication date of this final rule, the agency will give these TEAS 

priority review. 

21. A number of comments disagreed with the agency’s proposed marketing policy. The 

comments requested that the agency allow interim marketing at different times: (1) Once the 

condition has been determined eligible for consideration, or (2) once the condition has been 

proposed in the F&era1 Register as GRAS/E and a United States Pharmacopeia (USP) monograph 

is in place. The comments stated that interim marketing has existed fur U.S. marketed products 

under the OTC drug review, there is precedent for extension of the practice under the new criteria, 

and most conditions submitted fur consideration will pose no greater risk than category 111 , 
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ingredients currently marketed or marketed uver the last 25 years. The cunxments stated the 

principles of ad~nistrative law require the agency tu apply practices consistently between similar 

products with similar circumstances. One comment concluded that, at a minimum, the agency 

should consider requests for interim marketing as part of the TEA and approve such marketing 

on a case-by-case basis. Another comment added that there is a need fur access to a broader range 

of safe and effective OTC sunscreen ingredients and the agency should distinguish these 

ingredients. The comment believed interim marketing fur sunscreens and other topical products 

should be available if the condition has been cleared for safety by an appropriate foreign 

governmental body such as the Scientific Committee on Cosmetics and Non-Food Products 

(SCCNFP) in Europe. 

One comment believed that the prohibitian against interim marketing would inapprop~ate~y 

bar the marketing of a product that is not a “new drug” and would be inconsistent with the agency’s 

current enforcement policy regarding interim marketing of products currently under cunsideratiun 

in the OTC drug monograph system, Two comments claimed that a cundition marketed after it 

has been proposed in Federal Register as GRASB does not constitute a “new drug” under the 

statutory definition. One comment maintained that a condition is legally no lunger a new drug 

once it has been fuund to be GRAS/E and been determined to be marketed to a material extent 

and for a material time. The comments stated that there is no statutory authority for the agency 

to prevent the marketing of a product that is not a new drug, and that the agency has no legal 

basis for taking enforcement actiun against the marketing of such products. The comment concluded 

that unce a proposed monograph amendment is published in the Federal Regkter, there is no 

sound policy basis fur permitting the marketing of conditions with U.S. marketing history and 

nut permitting marketing of conditions with foreign marketing history. 

Other comments contended it was nut necessary to only allow marketing -under final OTC 

drug monographs. One comment contended that it is nut clear whether foreign marketed OTC * 

products would present any greater risk than domestic products at the same stage of review. The 
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comment added that to prohibit interim marketing implies that public comment on safety and 

effectiveness is required to validate the agency’s conclusions. The comment maintained that this 

position is inconsistent with the agency’s expert rofe of safeguarding the public health. Two 

comments disagreed that m~keting only under a final UTC drug monograph would allow for a 

thorough public consideration of any safety and effectiveness issues that might arise before 

marketing begins. One comment stated that the exampIes given by the agency of topicafly applied 

ingredients with prior safety concerns was not persuasive. The comment noted that the safety 

concerns were not SQ significant as to prevent OTC marketing of those ingredients under fess 

stringent criteria than currently propused. 

One comment believed that requiring completion of a USP monograph should not be a reason 

to kitit marketing to only under a final monograph. The comment acknowledged the importance 

of establishing USP monograph standards for OTC drug active ingredients, but objected to the 

requirement since the agency has not required USP monographs prior to the marketing of active 

ingredients already under consideration in the OTC drug review. 

Two comments disagreed with the agency’s statement that marketing only under a final OTC 

drug monograph would allow manufacturers to avoid expensive relabeling when changes occur 

between the proposal and the final rule. One comment argued that it is not FDA’s place to make 

business decisions for industry, which might in fact conclude that the marketing potential of the 

product is worth the risk. The comment added that all manufacturers of OTC drug products that 

are not yet subject to a final monograph face the same risk. The comments concluded that it should 

be left up to OTC manufacturers to determine whether the revenue and product recognition lost 

from any proposed restrictions on interim marketing would outweigh any potential costs of 

relabefing. 

The agency agrees that the interim marketing poficy should be consistent between similar 

marketed products. Cunditions that were reviewed by the OTC advisory review panels were allowed 

to be marketed during the course of the review if they had been marketed OTC in the United 
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States when the review began. Conditions that were not marketed OTC in the United States when 

the review began could not be marketed until a panel’s report was published in the Federal Re@ster 

and the agency did not disagree with the panel’s recommendations (see 21 CFR 330.13). When 

a new condition was submitted for consideration after a panel’s report was published and before 

a TFM was published, the agency usually addressed the status of that condition in the TlFM. The 

agency stated in the TFM that marketing may begin with publication of the TFB4 or not until 

public comments were received on the TFM and a notice of enforcement policy was published 

in me Federal Register allowing marketing to begin. A similar procedure was used if a new 

condition was proposed for inelusion in a monograph after the TFM[ was published but before 

a final monograph was issued. Interim marketing whs usually allowed because of the period of 

time projected before the final rule would issue. 

For those OTC drug monographs that are not final yet and where finalization is not imrn.iner& 

after the agency has evaluated the comments to a proposed rule to include a new condition in 

a TI;M as GIRASE and the agency has nut changed its position as a result of the comments, 

the agency wifl then publish a notice of enfurcement policy to allow interim marketing. This 

enforcement notice will be similar to those used in the original OTC drug review and will allow 

marketing to begin pending completion of the fina monograph subject to the risk that the agency 

may, prior to or in the final monograph, adopt a different position that could require relabeling, 

recall, or other regulatory action. However, interim marketing wifk not be allowed if USP-NF 

compendia1 monograph standards for the condition do nut exist. 

For those conditions proposed to be included in a final. OTC drug monograph or where a 

monograph for the condition does not exist and a new monograph is being proposed, interim 

marketing will not be allowed. ft will first be necessary to seek public comment on the amendment 

to a final monograph or whether a new monograph should be established. The agency will not 

issue an enforcement notice under these circumstances because it takes the same amount of time 
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and agency resources to resolve any outstanding issues and to proceed directly to issuance of a 

fmaI rule. 

22. One comment expressed concern that the proposed efigibility criteria would require the 

submission of an NDA or TEA for even a slight variation of a monograph product. The comment 

cited examples that could trigger the requirement of an NDA or TEA, such as a simple combination 

of two well established OTC drug ingredients or immaterial changes in dosage form or 

concentration. The comment argued that a condition not authorized by a f”na1 monograph. is not 

automatically a (‘new drug” and the agency has the discretion under 21 CFR 3 10.3(h), to recognize 

that not all new conditions make a product “new.” The comment concluded that the agency should 

reaffirm its authority to authorize interim marketing for both pre-19’72 and pust-1972 non- 

mono~a~h conditions, consistent with its practice of issuing notices of enforcement policy for 

products that are the same as monograph products but for immaterial changes in such characteristics 

as dosage form or concentration. 

Variations from a monograph product or a condition being considered may or may not trigger 

the need for a TEA or MIA. A combination of two well estahlished OTC drug ingredients that 

is not included in an existing OTC drug monograph or that has not been marketed in the United 

States would need a TEA. Xf one of the ingredients is marketed under an MDA, the product is 

considered a new drug and the combination would need an NDA. A TEA could be submitted 

fur a change in concentration outside that included in an existing OTC drug monograph if that 

concentration has foreign marketing experience that meet the eligibility criteria. hrformation would 

be needed to support the safety and benefit of a higher concentration (as occurred with 

hydruco~isone far external analgesic use in the original OTC drug review) or the effectiveness 

of a lower concentration. Tf a condition maketed in one foreign country at one concentration is 5 

found eligible to be reviewed, another sponsor using a different concentration in another country 

may wish to submit a TEA and request that both concen~ations be evaluated simultaneously. 
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Most OTC drug monographs for oral products are not dosage form specific. Most OTC drug 

munographs for topical products also are not dosage form specific and may state that the product 

is in a dosage furm such as a cream, gel, lotion, or ointment. Some OTC dntg monographs for 

topical products are dosage form specific and state that particular ingredients must be in a specific 

vehicle, e-g., in a suitable water sofubfe or oleaginous ointment base. Even this specific requirement 

would aXXow some ~exibi~i~ for minor changes in the dosage form. Depending un the OTC drug 

monograph involved, any interim marketing policy for additional condi~uns in 0 33&14(h), will 

address the dosage form concentration, and other i~fo~at~~~ of the condition being allowed interim 

marketing status. 

23. Qne comment believed that the absence of adverse experience reporting systems in foreign 

countries for either drugs or cosmetics should not preclude a condition from being considered 

GRAS/E. The comment added that there is nothing in the act or mA regulations that makes the 

absence of such information determinative of a condition’s status. 

The agency agrees that the absence of an adverse experience reporting system in a foreign 

country for drugs or cosmetics does not necessarily m&an that a condition cannot be GRASE. 

The GRAS/E determination will be based on the overall quality of the data and information 

presented to substantiate safety and effectiveness. 

24. One comment requested that the agency reverse the category 11 status of the sunscreen 

ingredient 3~(4~me~y~ben~y~idene)~c~~hor (Eusolex 63OU) and permit its marketing upon 

publication of the finat I-ule. The comment based this request upon its updated citizen petition 

that addresses the e~~g~bi~~~ criteria in the proposed rule and an established USP monograph for 

3~(4-me~y~ben~y~~dene)-c~~hor. The comment asserted that the agency’s decision to place 

Eusolex 6300 in category II and the subsequent 20 year delay in addressing the foreign marketing 
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data in their citizen petition raise serious legal concerns under section 10 of the Administrative 

Procedure Act. 

This comment is not directly related to this final rule. The agency discussed the status of 

this ingredient and its pending citizen petition in both the TMF (58 FR 28194 at 28210 to 28211, 

May 12,1993) and the final monograph (64 FR 27666 at 2’7669 to 27670, May 21,1999) for 

OTC sunscreen drug products, stating that a decision was needed on the use of foreign marketing 

data before this ingredient would be considered fur inclusion in that monograph. With publication 

of this final rule, the sponsor may now submit a TEA for FDA to determine whether the condition 

is eligible for consideration in the OTC drug monograph system. 

IV. Legal Authority 

This final rule amending the agency’s regulations to include criteria for additional conditions 

and procedures for classifying OTC drugs as GRAS/E and not misbranded is authorized by the 

act, Since passage of the act in 1938, submission of an NDA has been required before marketing 

a new drug (21 U.S.C. 355). Section 201.(p) of the act defines a new drug as: 

(I) Any drug * * * the composition of which is such that such drug is not generally recognized, 

among experts qualified by scientific training and experience to evaluate the safety and effectiveness of 

drugs, as safe md effective for use under the conditions prescribed, recommended, or suggested in the 

labeling thereof, * * * or (2) Any drug * * * the cumposition of which is such that such drug, as a 

result of iwestigations to determine its safety and effectiveness for use under such conditions, has became 

so recognized, but which has nut, otherwise than in such investigations, been used to a matetial extent 

or fur a material time under such conditions. 

To market a new drug, an NDA must be submitted to, and approved by, FDA befure marketing. 

Only drugs that are not new drugs may be covered by an OTC drug monograph. Section 701(a) 

of the act (21 U.S.C. 371(a)) authorizes FDA to issue regulations for the efficient enforcement 

of the act. FIDA’s regulations under part 330 outline the requirements fur OTC human drugs that 

are GRAS/E and not misbranded. New 5 330.14 adds additional requirements. 
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FDA has examined the impacts of this final rule under ExecuGve Order 12866, the Regulatory 

Flexibility Acr (5 USC 601412) (as amended by subWe D of the Small Busiaess Regrzlatury 

Fairness Act af 1996 (Public Law 104421)), and the Unfunded Mandates Reform Act of E@5 

(Public Law HI4-4). Executive Order 32866 directs agencies to assess all costs and benefits of 

available regulatory akrnatives and, when regufatiun is necessary, to select regulatory appruaches 

that maximize net benefits (including potential economic, ~nv~unmgnta~, public: health and safety, 

and other advantages; and distributive impacts; and q&y). Under tie Regulatory F~ex~b~~i~ Act, 

if a r~Ie has a significant ecunumic impact on a substanGa1 number of smallf entities, an agency 

must analyze regulatory uptions that would minimize any significant impact of the rule un small 

1) entities. Section 202(a) of he Unfunded Mandates Reform Act requires that agencies prepare a 

written statement and economic analysis before proposing any ntie that may result in an expenditure 

of $100 million (adjusted annually for inflation) in any one year by State, local, and tibaf 

g~v~~e~ts, in the aggregate, or by lthe private sector. 

The agency believes that this tinal nzge is consistent with the regulatury philosophy and I 

principles idenGfied in the Executive order. Office of Management and Budget (QMB) has 

determined that this final rule is a significant regulatory action as defined by the Executive order 

and so is subject to review. Akhuugh the agency dues nut believe that this rule will have a 

significant economic impact un a substantial number of smaff entities, there is some uncerttinty 

with respect to the estimated futire impact. Thus, a regufarory flexibility analysis is presented 

below, 

The puxpase of &is final rule is tu establish criteria and procedures by which OTC cunditiuns 

may became eligible fur cansideraliun in tie OTC drug munugfaph system. Currently, a spansor 

wishing to introduce into the United States an UTC drug condition marketed solely in a fureign 

countzy must prepare and submit an NDA. Likewise, cumpanies with QTC drugs iniGally marketed 



33 

in the United States after the 1972 initiation of the OTC drug review must have an l;NIc)A. This 

final rule provides procedures fur these NDA drugs to become eligible fur incfusiun in the OTC 

dntg monograph system by f=st submitting a TEA to show marketing “to a material extent* and 

“for a material time.” Once determined eligible, safety and effectiveness data would be submitted 

and evaluated. This two-step process allows sponsors to demonstrate that eligibi&y criteria are 

met befure having to expend resources to prepare safety and effectiveness data. 

The flexibility to market drug pruducts under FDA’s OTC drug monograph system provides 

an overall net benefit to the companies seeking to tfse this approach, as well as to the American 

public. One important benefit to sponsuring companies is the saving of NDA user fees. The 

Prescriptiun Drug User Fee Act (21 USC. 379h) requires a one-time application fee fur each 

NDA submitted, and yearly product and establishment fees, as applicah‘ie, for each IYDA approved. 

Fur l?Y 2000, these fees are $285,740 (applications with clinical data), $19,959, and $141,97 1, 

respectively. Therefore, one-time user fees of $285,740, and ongoing fees of up to $161,930 

($19,959 + $141,971) are avoided if the company can establish that the: cunditiun should be 

included in an OTC drug munograph. 

Also, must manufactnrers would experience a paperwurk savings when seeking OTC dmg 

monograph status instead of an NDA. Fur example, in most instances, the man~fac~~ng controfs 

information needed fur submitting an NDA is not required for a monograph submission. Ongoing 

reporting requirements associated with periodic and suxnua1 reports are also avoided. Based on 

previuus estimates of the paperwork hours needed to comply with these requirements and assuming 

a 33 percent reduction in paperwork activities, FDA estimates that eliminating manufacturing 

controls infurmatiun from an application would bring a one-time savings of approximately 530 

hours and an annual savings af 40 hours per submission. Applying the 1999 labor rate of $33.95 

per hour for an indus~a~ engineer (Ref. 3) (with a 40 percent adjustment for benefits), these ane- 

time savings are approximately $17,994 (530 x $33.95/hour) per submission. Likewise, using the 

1999 professional and managerial labor rate of $27.90 per hour (Ref. 3) (including a 40 percent 
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benefit rate), the unguing savings from the elimination of periodic and annual reports would equal 

approximately $I, f 16 (40 x $27.9Whour) per product. 

Moreover, once a condition has been incfuded in an OTC drug monograph, other companies 

could achieve simifar benefits, as they would be permitted to enter the marketplace without 

submitting an NDA or an abbreviated IWA (ANDA), hereafter referred to as an application. These 

companies would also avoid the costs associated with achieving the incltusian of a cundition in 

a monograph. In addition, these companies, as well as the sponsoring companies, would be 

permitted to market variations of a product, such as different product concentrations or dosage 

forms, if aDowed by the monograph, saving the cost of an application or supplement when required. 

Cunsumers would also benefit from this rule. As conditions nut previously marketed in the 

United States obtain OTC drug munograph status, a greater selection of UTC drug products would 

became available. In addition, competition from these additional products may restrain prices for 

the entire product class. 

FDA estimates that the information needed for a TEA to meet the efigibility criteria for 

“materiatX time” and ‘“material extend would take fms approximately 480 hours to prepare. Using 

the 1999 professional and managerial labor rate of $27.90 per hour (Ref* 3) (including a 40 percent 

benefit rate), this cost amounts tu appruximately $13,392 (480 hours x $27.9Whour) per subtission. 

The costs associated with requiring publication in an official compendium, where applicabfe, would 

be minima1 as similar infumatiun is often prepared fur publication in a foreign pharmacupeia 

and must companies already have such standards as part of their rn~ufa~~~ng quality control 

procedures. 

Considering the putentiaf one-time cost savings described above of $303,734 ($285,740 + 

$17,994) associated with prescription drug user fees and reduced reporting requirements, F?DA 

calculates a one-time net cost savings to industry of up to $290,342 ($303,734 _ $13,392) per 

submission. Future yearly cost savings could total $2 1,075 ($19,959 -+ $I, 116) per product and 
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$14f,97I per establishment if this were the establishment’s only product. Accordingly, FDA 

estimates that if it receives 25 to 50 TEA submissions a year, the industry would save between 

$7.3 million and $14.5 mifiiun in one-time costs alone. The agency notes, however, that companies 

would submit conditions fur OTC drug monograph status only where it wuufd he profitable fur 

them to do so. 

Since 1991, the agency has approved six requests fur the inclusion of post-1972 U.S. OTC 

drug conditions in a munu~aph. Four of these requests consisted of a previously unapproved 

concentration, dosage furm, dual claim, and product cumbinatiun without UTC marketing 

experience. Similar conditions are nut aHowed under the final rule without a minimum of 5 ‘ 
continuous years of adequate OTC marketing experience. These manufa~~rers would need to either 

market their pruduct under an application fur 5 years in the United States or have 5 years of 

sufficient marketing experience abroad to qualify fur inclusion in a munugraph. Accordingly, this 

rule could result in Iust sales dollars fur those few titure applicants who, in the absence of this 

rule, might have successfully petitiuned FDA to have a product with less than 5 years marketing 

experience included in a monograph. Likewise, other manufacturers wuu1d have to wait until either 

the agency includes the condition in a fina monograph publication, or the agency evaluates the 

comments to a proposed rule to in&de a new cunditiun in a TFlM GUSIE and then pubfishes 

a notice of enforcement policy a11uwing interim marketing, befure they cuufd market the pruduct 

or a product variation without an appfieatiun. Due to the Ximited number of requests approved 

to date, it is unlikely that many m~ufac~rers will be s~g~~cantIy affected hy these requirements. 

Althuugh the agency believes that this rule is unlikely to have a significant ecunumic impact 

on a substantial number of small entities, FDA is uncertain about the extent of the future impact. 

Tlt-ierefure, the following regulatory flexibifity analysis has been prepared. 
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1. Description and Objective of the Final Rufe 

As stated elsewhere in this preamble, the final rule makes it easier to market certain OTC 

drug pruducts in the United States by amending current m)A regulations to incfude additional 

criteria and procedures by which OTC conditions may become eligibfe for consideration in the 

OTC drug monograph system. YI%e additional. criteria and procedures specify how OTC drugs 

initialfy marketed in the United States after the OTC drug review began in 1972 and OTC drugs 

without any U.S. marketing experience can meet the monograph eligibility requirements. Once 

eligibility has been detetiaed for a particular condition, safety and effectiveness data are 

evaluated. 

2. Description and Estimate of the Number of Small Entities 

Census data provide aggregate industry statistics on the number of manufacturers of 

pharmaceutical preparations, but do not distinguish between manufacturers t->f prescriptiion and OTC 

drug products. According to the Smaff Business Administration (SBA), manufac~rers of 

~h~a~eutica~ preparations with 750 or fewer employees are considered small entities. The US. 

Census does nat disclfose data on the number of drug manufacturing firms by employment size, 

but between 92 and 96 percent of drug manufacturing establishments, or approximately 650 

establishments, are small under this definition (Ref. 4). Although the number of fms that are 

small would be less than the number of establishments, IFIDA stif;i concludes that the majority of 

pharmaceutical preparation manufacturing firms are small entities. 

In addition, the agency finds that at Xeast 400 firms manufacture U.S.-marketed OTC drug 

pruduets. Using the SBA size designation, 31 percent of these firms axe large, 46 percent are 

small, and size data are not available far the remaining 23 percent. Therefore, approximately X84 

to 276 of the affected manufacturing firms may be considered small. The agency cannot project 

how many af these OTC drug manufacturers would submit a TEA for consideration of an additional 

condition in the OTC drug monograph system. 
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3. Description of Reporting, Recordkeeping, and Other Compliance Requirements 

To demonstrate efigibifity for consideration in the OTC drug muaogaph system, sponsors 

must submit data in a mA showing that the condition has been marketed “‘for a material time?? 

and “‘to a material extent.” All companies who choose to be considered in the OTC drug rn~n~gra~h 

system must submit these data. FDA expects that afl sponsoring companies employ or have ready 

access tu individuals who possess the skills necessary for this data preparation. 

4. Identification of Federal Rules that Duplicate, Overlap, or Conflict With the Final Rule 

The agency is not aware of any relevant Federal rules that may duplicate, overlap, or conflict 

with the fmal rule. 

5 Impact on Small Entities 

As described above, some manufacturers could be adversely affected by the S-year material. 

extent and material time requirements, causing a loss in future safes dollars. The agency cannot 

quaxrtify this impact. However, based on the limited number of post-1972 conditions approved 

to date that would not have met the S-year material extent and material time requirements, l?DA 

believes that few m~~fac~r~rs will be significantly affected. 

6, Analysis of Alternatives 

In developing the requirements of this rule, the agency considered two alternatives, Initially, 

FDA contemplated a one-step evaluation process, where sponsors would submit safety and 

effectiveness data concurrently with their TEA. However, the agency decided that this process 

would be fess efficient because it woufd require sponsoring companies to expend resources to 

prepare safe9 and effectiveness data before the agency determines whether eligibility criteria have 

been met, 

The agency aXsa considered allowing manufacturers of post-1972 U.S. OTC drugs to market 

prior to incfusian in a fina UTC drug monograph, as long as the agency had tentatively determined 

that the condition is GRAS/E. However, to allow for thorough pubfic consideration of zu~y safety 
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and effectiveness issues that might arise before broad marketing of the condition begins under 

the OTC drug monograph system, the agency proposed that interim marketing should nut be 

alfuvved under the OTC drug munugraph system either fur post-1972 fJ.S. conditions or fur 

conditions with no previous ;U.S. marketing experience. under this final rule, the agency has 

determined fur those OTC drug monographs that are nut final yet and where finalization is nut 

imminent, after the agency has evaluated the comments to a proposed rule to include a new 

condition in a TFM as GRASm and the agency has nut changed its pusitiun as a result uf the 

comments, that it will then publish a nutiee of enforcement policy to afluw interim marketing. 

This enfurcement notice wiff be similar tu those used in the original OTC drug review and will 

allow marketing tu begin pending completion of the final munugraph subject to the risk that the 

agency may, prior to or in the final monograph, adopt a different position that cuuXd require 

relabeling, recall, or other regnlatury action. Interim marketing under these circumstances will also 

be dependent upon completion of official USP+M monograph standards, as discussed above. Fur 

those conditions proposed to be included in a final OTC drug munugraph or where a monograph 

fur the condition dues nut exist and a new monograph is being prupused, interim marketing will 

nut be allowed. Under these circumstances, the agency expects that it wuufd take the same amount 

of time to include the cunditiun in a final monograph as it would to publish an enfurcement notice. 

7. Respunse to Comments 

In response to pubtie comment, the agency simplified the ‘IEA criteria aad decided to publish 

an enfurcement nstice to permit interim marketing when the finalization of the OTC drug 

munugraph is not imminent, after the agency has evaluated the comments to a proposed rule to 

include a new cunditiun in a T.F&I and the agency has nut changed its position as a result of 

the comments. Several cumments stated that the TEA is unduly burdensome because the required 

information is both unnecessarily detailed and difficullt to cbmpife. The final rule modifies how 

infurmation should be pruvided on the number of dusage units sold, clarifies the criteria for 

determining marketing exposure, and revises the historicaf labeling requirements. These changes 
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will further define the infurrnation that is necessary fur the agency to determine whether the 

condition has been marketed to a material extent and for a material time. The agency stih estimates 

that it will take 480 hours to prepare a ‘TEA. 

A number of comments disagreed with the proposed interim marketing pulicy. The comments 

asserted that interim marketing should be allowed, and that it should be left up to individual OTC 

manufacturers to determine whether the revenue and product recognition lost from the propused 

restrictions un interim marketing would outweigh any putential costs of relabeling resufting from 

the final monograph. Therefure, fur those OTC drug monographs that are nut final yet and where 

finalization is nut imminent, after the agency has evaluated the comments to a proposed rule to 

include a new condition in a TFN as GRAS/E, and the agency has nut changed its position as 

a result af the comments, the agency will publish a notice of enforcement pulicy to allow interim 

marketing. This notice will allow marketing to begin pending cumpletiun of the final monograph 

subject to the risk that the agency may, prior to or in the final monograph, adopt a different position 

that could require relabeling, recall, or other regulatury action. Thus, in these cases, manufacturers 

can assess revenues and projected costs versus potential costs if relabeling, recall, or other 

regulatory action results from the final monograph. Fur those conditions proposed to be included 

in a final OTC drng monograph or where a monograph fur the condition dues nut exist and a 

new monograph is being prupused, interim marketing still wil1 nut be+alluwed. However, under 

these circumstances, the agency expects that it would take the sme amount of time to include 

the eun@tiun in a final monograph as it would to publish an enfurcement notice. Therefore, OTC 

manufacturers should be able to begin marketing their product under a final rule in the same amount 

of time that they would have had to wait fur the agency to issue an enforcement notice. 

under the Unfunded Mandates Reform Act, FDA is not required to prepare a statement of 

costs and benefits fur tiis fmal rule because this final rule is not expected to result in any I- 

year expenditure that would exceed $200 million adjusted fur inflation. 
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This analysis shows that the agency has considered the burden to small entities. Thus, this 

economic analysis, together with other relevant sectiuns of this ducument, serves as the agency’s 

final regu1atur-y flexibility analysis, as required under the Regulatory Flexibility Act, 

vr, Enrironmental Impact 

The agency has determined under 21 CFR 25.30(h) that this action is of a type that dues 

nut individually or cumulatively have a significant effect on the human envirunrnent. Therefore, 

neither an environmental assessment nor an environmental impact statement is required. 

VII, Paperwurk Reduction Act uf 1995 

This final n;rle contains collections of infu~ation which are subject tu review by UMB under 

the Paperwork Reduction Act of 1995 (44 I.J.S.C. 3501-3520~. “Goilection of infonnatiun” inclludes 

any request or requirement that persons obtain, maintain, retain, ur report infurmation to the agency, 

or disclose information to a third party or to the public (44 U.S.C. 3502(3) and 5 Cl?R 1320.3(c)), 

The title, description, and respondent description of the information collection are shown below 

with an estimate of the annual reporting burden. Included in the estimate is the time fur reviewing 

instructiuns, gathering and maintaining the data needed, and completing and reviewing the 

collection of infurmatiun. 

Xn the proposal, FDA invited comments on: (1) Whether the proposed collectian of infurmatiun 

is necessary fur pruper perfurmance of m)A’s functions, including whether the infu~ation will 

have practical utility; (2) the accuracy of l?DA% estimate of the burden of the proposed collection 

uf infumation, including the validity of the me~udo~ugy and assumptions used; (3) ways to 

enhance the quality, utility, and clarity of the information to be collected; and (4) ways tu minimize 

the burden of the cuflectiun of infu~ation on respundents, including the use of automated 

collectian techniques, when appropriate, and other furrns of info~atiun technology. The agency 

did nut receive any specific comments on these items. 
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IWe: Additiunaf Criteria and Procedures for Classifying Qver-the-Counter Drugs as Generally 

Recognized as Safe and Effective and Not Misbranded* 

Description: FDA is finalizing additional criteria and prucedures hy which OTC conditi:lans 

may become eligible fur consideration in the OTC drug monograph system. The criteria and 

procedures address how OTC dmgs initia-fly marketed in the United States after the UTC drtrg 

review began in f972 and OTC drugs without any U.S. marketing experience could meet the 

statutory definition of marketing ‘(to a material extent” and “fur a material time” and become 

eligible. I[f fuund eligible, the ~~nd~t~~n will be evaluated fur general recugnition of safety and 

effectiveness in accord with FDA’s OTC drug munugraph regulations. 

F!DA received no comments on the Paperwork Reduction Act section of the proposed rule. 

However, UMB has requested, in its review uf FDA’s request for approval of the proposed 

inforrnatiun collection resulting from. this rulemaking, that FDA luuk into the ptPssibifity of applying 

electronic collection techniques to this collection. There is na requirement in this rulemaking that 

sponsors submit TEAS electronically. However, the Center fur Dmg Evaluation and Research has 

issued the following guidances to facilitate the electrunic suhrnission of marketing applicatiuns: 

“Guidance fur Industry: Providing Regulatory Subrnissiuns in Electronic Farmat-General 

Considerations”’ and “Guidance fur Industry: Providing Regulatory Submissions in Electronic 

Format-NDA’s.“’ These guidances were issued in January 1999 and are availaHe at http:// 

w~.fda.guv/~der/gn~dan~e/index.h~. Also available at this Internet site is a document entitled 

“Example of an Electronic New Drug Application SnbnGssion.” These guidances provide 

recommendations for submitting efectranic s~~~ss~~ns in the appropriate format. Sponsors should 

refer to the formatting re~u~enda~~ns in these guidances if they wish tu submit a TEA 

electronically. 

Concerning the electrunic subrnissiun of infurrnation to the Dockets Management Branch, over 

the last several months the Duckets Management Branch has been accepting comments 

efectrunicalfy on specific dockets as part of a pilot program. An Internet address and an e-mail 
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address have been set up to accept these comments. Parties may submit cumments tu the Dockets 

Management Branch through the Internet or e-mail at: http:~~www.fda.g~v~~~s/duckets~ 

defaulthtm. Parties should then select ‘“su’bmit electronic comments” and follow the directions. 

Over the next several years, FDA expects to be able to accept electronic submissions of TEAS 

and safety and effectiveness data, which would eliminate the need fur multiple paper copies. 

Current 0 330. N(a)(2) sets furth the requirements fur the submissian af data and infu~at~~n 

that FDA reviews to evaluate a drug fur general recognition of safety and effectiveness. FDA 

receives approximately three safety and effectiveness submissiuns each year, and FDA estimates 

that it takes approximately 798 hours to prepare each submission. 

IT’DA anticipates that the number of safety and effectiveness submissiuns wauld increase to 

93 annually as a result of this rulemaking. (Although F’DA estimates that the number of TEAS 

submitted annually wuould be 50, the agency anticipates that 30 TEAS would be approved, and 

that this would result in approximately 3 safety and effectiveness submissions fur each approved 

TEA.) The time required to prepare each safety and effectiveness submission would also increase 

as a result of two amendments tu current 0 330.10(a)(Z) under this final rule, 

One anrendment revises items IV.A.3, IV.B.3, IV.C.3, V.A.3, V.B.3, md V.C.3 of the 7X’X2 

Drug Review 1Infurmation” format and content requirements to add the wards “Identify cornon 

or frequently reported side effects” after “documented case reports.” This revision cXarifies current 

requirements fur sn~~tting documented case reports and unfy requires sponsors tu ensure that 

side-effects information is identified in each submission. FDA estimates that it will take sponsors 

approximately Z hour to comply with this requirement. 

A second amendment to current Q 330.10(a)(2) requires sponsors to submit an official USP- 

NF drug monograph fur the active ingredient(s) or botanical drug substance(s), or a proposed 

standard fur inclusion in an article to be recognized in an official USP-NF dslrg munu~a~h for 

the active ingredient(s) ur botanical drug substance(s). (This requirement is also stated in 

6 33O.I4ff)( I).) FDA believes that the burden associated with this requirement will also be minimal 
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because sirnifar information may already have been prepared for previous publication in a fureign 

pharmacopeia, or companies will already have these standards as pat-t of their quality control 

procedures fo;r manufacturing the product. FnA estimates that the lime required to photocopy this 

material will be approximately 1 hour. 

Thus, the time required for prepting each safety and effectiveness submission will increase 

by a tota of 2 hours as a result of the amendments to 8 330. I O(a)(2), increasing the approximate 

hours fur each sub~ssi~n from 798 to 800 hours. 

Under 8 330.14(c), sponsrrrs must submit a TEA when requesting that a condition subject 

to the regulation be considered fur inch&n in the UTC drug monograph system. Based on the 

data provided and explained in the “Analysis of Impacts” in section V above, FDA estimates that 

approximately 50 TEAS will be submitted to FIIA annually by approximately 25 sponsors, and 

the time required fur preparing and submitting each TEA will be approximately 480 hours. 

Under !$33OM(f)(Z), sponsors are required to include in each safety and effectiveness 

submission al’i serious ADEs from each country where the condition has been or is currently 

marketed as a prescription or OTC drug product. Sponsors will be required to provide individual 

ADE reports along with a detailed summary of alf serious AIDES and expected or frequently 

reported side effects fur the condition. FXIA believes that the burden associated with this 

requirement will be minimal because individual ADE reports are already required as part of the 

“documented ease reports” in the “‘OTC Drug Review ~nf~~at~on~’ under $330.1 O(a)(2). FDA 

estimates that the time required for preparing and submitting a dettifed summary of all serious 

ADEs and expected or frequently reported side effects wifI be approximately 2 hours. 

Due to the anticipated number uf foreign conditions likely to seek immediate consideration 

in the OTC drug monograph system, the annual reporting burden estimated in table 1 beIow is 

the annual reporting fur the first 3 years following publication of the final rule. FDA anticipates 

a reduced burden after this time periud. 
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Description of ~~s~~~~~~~~: Persons and businesses, including small businesses and 

marmfacturers. 
TAEXE f .-ESTIMATED ANNUAL REPCIRTONG BURDEN 

The information culIectiun pruvisiuns of the final rule have been submitted to QMB for review. 

Prior tu the effective date of the final rule, FDA will ptzblish a document in the Federal Regis&z 

announcing UMB’s decision to approve, modify, or disapprove the infurmatiun colfectiun pruvisiuns 

in the final rule. An agency may nut conduct ur sponsor, and a persun is nut required to respond 

to, a collection of infurxnation unless it displays a currently valid UMB cuntruf number. 

VIII, References 

The following references are on display in the Dockets Management Branch (address above) 

and may be seen by interested persons between 9 a.m. and 4 p.m., Manday through Friday. 

I. Comment No. C20, Docket No. 96.N-0277, Dockets Management Branch. 

2. Comment No. C24, Docket No. 96N-0277, Dockets Management Bmnch. 

3. “1999 Occupational Earnings Data:’ U.S. Department of Labor, Bureau of Labor Statistics, ftp:f 

Iftp.bfs.govfpub/special,reguestsllf/att?9.t~t~ April 26,ZOoO. 

4. U.S. Department of Cctmmerce, Economics and Statistics A~~~~s~a~un, Bureau of the Census, 

“fndustry Series Drugs,” 1992 Census of Manufactures, Table 4, p. 28C-12. 

List of Subjects in 21 CFR Part 330 

Over-the-counter drugs. 

Therefore, under the Federal Fuud, Drug, and Cusmetic Act and under authority delegated 

to the Commissioner of Fuud and Dnrgs, 21 CFR part 330 is amended as fujluws: 
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PART 33~-QV~~~T~E~C~~NT~~ [OTC) ~~~A~ DRUGS WI-KM ARE GENERALLY 

RECOGNIZED AS SAFE AND EFFECTIVE AND NUT lUllSBRANDED 

1. The authority citation for 2% CFR part 330 continues to read as follows: 

Authxity: 21 U.S.C. 321,315 1,352,353,355,360,371. 

2. Section 330,lO is amended as follows: 

a. In paragraph (a)(2) by adding the words (‘or until the C~~issi~n~r places the panel’s 

r~c~~endati~ns on public display at the office of the Dockets Management Branch” at the end 

of the second sentence; 

b. fn paragraph (a)(2) by adding the wards “‘Identify expected or frequently reported side 

effects.” after the wards “Documented case reports.” in items IV.A.3, IV.B.3, IV.C,3, V.A.3, V.B.3, 

and V.C.3 in the outline of “OTC Drug Review Information”; and 

c. In paragraph (a)(2) by adding item VT1 at the end of the outIine of “OTC Drug Review 

Information”; 

d. In paragraph (a)(S) introductory text by removing the word “shall” and adding in its place 

the word “may”; 

e. In paragraphs (a)(5)(ii) and (a)(5)(iii) by removing the word “alf” from the first sentence; 

-;F. 1n paragraphs (a)(6)(i) and (a)(9) by removing the word ‘W’ and adding in its place the 

words “or a specific or specific OTC drugs are”; 

g, In paragraph (a)(6)@ ) by removing the word “quintuplicate” and by adding in its place 

“triplicate’” in the forth full sentence, by removing the words “during regular worting hoursn and 

by adding in their place “between the hours of 9 a.m. and 4 p.m.” in the sixth fuiX sentence, 

and by adding two sentences at the end. 

h. In paragraph (a)(7)(i) by revising the first and second sentences; 

i. In paragraph (a)(7)&) by removing the first and second sentences and by adding three 

sentences in their places; 
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j, In paragraph (a)( 10)(i) and (a)( ~~)(iii) by adding in the first sentence a cumma and the 

phrase “in respanse to any other notice published in the FelrjXeral Register,” after the phrase 

“paragraph (a)(2) of this section”; md 

k. Xn paragraph (a)( 12)(i) in the fourth sentence by removing the number “60” and by adding 

in its place the number “90” and by removing the word “quadruplicate” and by adding in its place 

the word “tripficate” tu read as follows: 

Q330.N Procedures for classifying OTC drugs as generalJy recognized as safe and 

effective and not misbranded, and for establishing monographs. 

0 a t * * 

(2) * * * 

QTC DRUG RIEVIEW ~~U~A~~~~ 

* * * * * 

VII. An official United States Pharmacopeia (~~~)-~ati~na~ Forrnulaty (NF) drug monograph 

for the active ingredient or botanical drug substance(s), or a proposed standard for inclusion 

in an article to be recognized in an official USP-NF drug monograph for the active ~~gred~e~t(s) 

or botanical drug substance(s). Include inf~~a~~n showing that the official or proposed 

compendia1 monograph for the active ingredient or botanical drug substance is consistent with 

the active ingredient or botanical drug substance used in the studies establishing safety and 

effectiveness and with the active ingredient or botanical drug substance marketed in the O’lYC 

product(s) to a material extent and for a material time. If differences exist, explain why. 

* * * * % 

(6) 4 * $ 

(iv) * * * Alternatively, the Commissia~er may satisfy this requirement by placing the 

panel’s recommendations and the data it considered on public display at the office of the Dockets 

Management Branch and publishing a notice of their availabiLity in the Federals Rq$ster. This 
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notice of avaiilabitity may be included as part of the tentative urder in accord with paragraph (a)(7) 

of this section. 

(7) * * * 

(i) After reviewing all cunnments, reply comments, and any new data and infu~atiun or, 

alternatively, after reviewing a panel’s re~u~endatiuns, the Cummissiuner shall publish in the 

Federal Register a tentative order containing a monograph establishing cunditiuns under which 

a category of OTC drugs or specific OTC drugs are generally recugnized as safe and effective 

and nut misbranded. W ithin 90 days, any interested person may fife with the Dockets Management 

Branch, Food and Drug Adminis~atiun, written comments ur written ubjections specifying with 

particularity the omissions or additions requested. * * * 

(ii) The Commissioner may also publish in the Federal: Re@ster a separate tentative order 

cuntaining a statement of those active ingredients reviewed and proposed to be excluded frum 

the monograph on the basis of the Commissiuner’s det~~inatiun that they would result in a drug 

product nut being generally recognized as safe and effective or would result in misbranding. This 

order may be published when no substantive comments in opposition to the panel report ur new 

data and infurmation were received by the Food and Drug Ad~nis~atiu~ under paragraph (a)(6~(iv) 

of this section or when the Cu~ssiuner has evaluated and concurs with a panel’s r~~u~~ndatiun 

that a condition be excluded from the monograph. W ithin 90 days, any interested person may 

file with the Dockets Management Branch, Food and Drug Adminis~at~un, written objections 

specifying with particularity the pruvisiun of the tentative order tu which objection is made. * * * 

3. Section 330.13 is amended by adding paragraph (e) to read as fufluws: 

Q 330*13 Conditions for marketing ingredients recommended for over-the-counter (OTC) 

use under the UTC drug review. 
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(e) This section applies only to conditions under cunsideratiun as part of the OTC drug review 

initiated on May 11, 1972, and evaluated under the procedures set furth in $330,10. Sectiun 

330.14(h) applies to the marketing of all eunditiuns under cunsideratiun and evaluated using the 

criteria and prucedures set furth in $330.14. 

4, Section 330.14 is added tu subpart B to read as follows: 

Q 330.14 Additional critwia and procedures for ctassifying QTC drugs as generally 

recognized as safe and efffective and not misbranded. 

(a) fuzz-odtcction. This sectiun sets forth additiunal criteria and procedures by which over the 

counter (OTC) drugs initially marketed in the United States after the OTC drug review began 

in X972 and OTC drugs without any U.S. marketing experience can be considered in the OTC 

drug munugraph system. This section also addresses cunditiuns regulated as a cosmetic or dietary 

supplement in a foreign country that would be regulated as OTC drngs in the United States. Fur 

purposes of this sectiun, %unditiun” means an active ingredient ur botanical drug substance fur 

a cumbinatiun of active ingredients ur botanical drug substances), dosage furm, dosage strength, 

ur route of ad~nistra~un, marketed fur a specific OTC use, except as excluded in paragraph (b)(2) 

of this section. For purposes of this part, “butanieal drug substance” means a drug substance derived 

from one or more plants, algae, or macroscopic fungi, but dues nut include a highly purified or 

chemically modified substance derived from such a source. 

(b) Cri&ria. To be considered for inclusion in the OTC drug monograph system, the cunditiun 

must meet the following critetia: 

(1) The c=unditiun must be marketed fur OTC purchase by consumers. If the cunditiun is 

marketed in another country in a class of OTC drug products that may be sold only in a ph~a~y, 

with or without the personal involvement of a pharmacist, it must be established that this marketing 

restriction dues nut indicate safety concerns about the condition’s toxicity ur other potentiality fur 

ha-rmful effect, the method of its use, or the collateral. measures necessary to its use. 
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(2) The condition must have been marketed OTC for a minimum of 5 continuous years in 

the same country and in sufficient quantity, as determined in paragraphs (c)(2)(ii), (c)(‘t)(G), and 

@)(2)(lv) of this section. Depending on the condition’s extent of marketing in only one country 

with 5 continuous years of marketing, marketing in more than one country may be necessary. 

(c) Time and ex&~t ~~~~~~~~~~~. Certain ~nf~~ati~n must be provided when requesting that 

a condition subject to this section be considered for inclusion in the OTC drug monograph system. 

The following inf~~ati~n must be provided in the format of a time and extent application (TEA): 

(I) Basic information about the condition that includes a description of the active ingredient(s) 

or botanical drug substance(s), pharmacologic class(es), intended OTC use(s), OTC strength(s) and 

dosage form(s), route(s) of adm~nistrat~~n~ directions for use, and the applicable existing OTC drug 

monograph(s) under which the condition would be marketed or the request and rationale for creation 

of a new OTC drug monograph(s). 

(i) A detailed chemical description af the active ingredient(s) that includes a full description 

of the drug substance, inc~ud~ng its physical and chemical characteristics, the method of synthesis 

(or isolation) and purification of the drug substance, and any specifications and analytical methods 

necessary tu ensure the identity, strength, quality, aBd purity of the drug substance. 

(ii) For a botanical drug substance(s), a detailed description of the botanical ingredient 

(including proper identification af the plant, plant part(s), alga, or macroscopic fungus used; a 

certificate of authenticity; and information on the grower/supplier, growing conditions, harvest 

location and harvest time); a qualitative description (in~~ud~ng the name, appearance, physical/ 

chemical properties, chemical constituents, active c~nsti~~nt(s) (if known), and biological activity 

(if known)); a quantitative description of the chemical constituents, incIuding the active 

constituent(s) or other chemical marker(s) (if known and measurable); the type of manufa~tu~ng 

process (e.g., aqueous extraction, pulverization); and inf~~ati~n on any further processing of the 

botanical substance (e.g., addition of excipients or blending). 



(iii) Reference to the current edition of the U.S. Pharmacopeia (USP)-National Fonnulary 

(NF) QT foreign compendiums may help satisfy the requirements in this section. 

(2) A fist of all countries in which the condition has been marketed. Include the foflowing 

information for each country, (For a condition that has been marketed OTC in 5 or more countries 

with a minimum of 5 cantinuous years of marketing in at least one country, the sponsor may 

submit information in accordance with paragraph (c)(4) of this section): 

(i) How the condition has been marketed (e.g., OTC genera1 safes direct-to-consumer; sold 

only in a pharmacy, with or without the personal involvement of a pharmacist; dietary supplement; 

or cosmetic). If the condition has been marketed as a n~npres~~pti~n pharmacy-only product, 

establish that this marketing restriction does not indicate safety concerns about its toxicity or other 

potentiality for harmful effect, the method of its use, Qr the coffateral measures necessary tu its 

use. 

(ii) The cumulative total number of dosage units (e.g., tablets, capsufes, ounces) sold for each 

dosage farm of the conditiisn. Manufacturers or suppliers of OTC active ingredients may provide 

dosage unit information as the total weight of active ingredient sold. List the various package 

sizes for each dosage form in which the condition is maketed OTC. Provide an estimate of the 

~n~rnum number of potential consumer exposures to the condition using one of the fullouling 

calculations: 

(A) Divide the total number of dosage units sold by the number of dosage units in the largest 

package size marketed, or 

(B) Divide the total weight of the active ingredient sold by the total weight of the active 

ingredient in the Iargest package size marketed. 

(iii) A description of the populatiun demographics (percentage of various racial/ethnic gruups) 

and the source(s) fram which this information has been compiled, to ensure that the condition’s 

use(s) can be reasonably extrapolated to the U.S. population. 



(iv) If the use pattern (i.e., how often it is to be used (according to the label) and for how 

long) varies between countries based on the condition% packaging and labeling, or changes in 

use pattern have occurred over time in one or more countries, describe the use pattern for each 

country and explain why there are differences or changes. 

(v) A description of the country’s system for identifying adverse drug experiences, especially 

those found in OTC marketing experience, including method of collection if appficable. 

(3) A statement of how long the condition has been marketed in each country and how rang 

the current product labeling has been in use, accompanied by a copy of the current product labeling, 

AU labeling that is not in English must be translated to English in accordance with 5 10.20(c)(2) 

of this chapter. State whether the current product labeling has or has not been authorized, accepted, 

or approved by a regulatory body in each country where the candition is marketed. 

(4) For a condition that has been marketed UTC in five or more countries with a ~~murn 

of 5 continuaus years of marketing in at feast one country, the sponsor may select at least five 

of these countries from which to submit information in accord with paragraphs (c)(2)(i) through 

(c)(2)(iv) of this section. Selected countries must include the country with a minimum af 5 

continuous years of OTC marketing, countries that have the longest duration of marketing, and 

countries having the most support fur extent of marketing, i.e., a large volume af sales with cultural 

diversity among users of the product. If the condition meets these criteria in countries listed in 

section LIZ of the Federal Food, Drug, and Cosmetic Act, some of these countries should 

be included among the five selected. Sponsors should provide inf~~ati~n from more than five 

countries if they believe that it is needed to support efigibility. Sponsors should explain the basis 

for the countries selected in the TEA. 

(5) A list of alf countries where the condition is marketed only as a prescription drug and 

the reasons why its marketing is restricted to prescription in these countries. * 
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(6) A list of all cvuntries in which the cvnditivn has been withdrawn from marketing or in 

which an app~i~at~vn far OTC marketing apprvval has been denied, InclIude the reasons for such 

w~~~awa~ or application denial. 

(7) The infvxmatiun requested in paragraphs (c)(2), (c)(2)(i) through (c)(2)(3v), and (c)(3) of 

this sectiun must be prvvided in a table fvrmat. The dabbling required by paragraph (c)(3) of this 

seetivn must be attached to the table. 

(8) For OTC drugs that have been marketed fur mvre than 5 years in the United States under 

a new drug application, the infv~at~~n requested in paragraphs (c)(2)(i), (c)(2)(iii), (c)(2)(v), (c)(3), 

and (c)(5) of this section need nat be provided. 

(d) Stlbmissian of ~~fu~~~~~~; ~~~~~~~~~~~~~. The sponsor must submit three copies of the 

TEA to the Central Document Rvvm, 5630 Fishers Lane, rm. IOfil, Rvckville, MD 20852. The 

Food and Drug Admi~s~ativn will; handle the TEA as confidential until such time as a decision 

is made on the eligibifity of the condition fur ~vnsiderativn in the QTC drug monograph system. 

If the condition is found eligible, the TEA will be placed on public display in the Dockets 

Management Branch after deletivn of infvrrnativn deemed confidential under 18 USC. l905,S 

USC, 552(b), or 21 U.S.C. 331(j). Sponsors must identify infv~ativn that is considered 

confidential under these statutvry provisions. If the condition is not fvund eligible, the TEA wiff 

not be placed vn public display, but a letter from the agency to the sponsor stating why the 

cvnditiun was nvt fvund acceptable will be placed on public display in the Dockets Management 

Branch. 

(e) N&x ~~e~~~~~~~~~. If the cvnditiun is found eligible, the agency will publish a notice 

of eligibility in the Federd lR~$ster and provide the sponsor and other interested parties an 

vppu~u~ty to submit data tv demvnstratt= safety and effectiveness. When the nvtiee of eligibility 

is published, the agency will place the TEA an public display in the Dvckets Management Branch. 

(f) Requesf for data arzd VI~PVS. The notice of eligibility shalt request interested persons to 

submit published and unpublished data tv demonstrate the safety and effectiveness of the cvnditivn 
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fur its intended OTC use(s). These data shall be submitted to a docket established in the Dockets 

Management Branch and shall be publicly available fvr viewing at that vffice, except data deemed 

confidential under 18 U.S.C. f905,5 USC. 552(b), or 21 USC. 331(j). Data considered 

confidential under these provisions must be clearly identified. Any proposed compendia1 standards 

fur the condition shall not be considered confidential. The safety and effectiveness submissions 

shall include the fvlluwing: 

(1) All data and infurmativn listed in 5 330.1 O(a)(2) under the outline “OTC Drug Review 

fnfurmatiun,” items 111 through VII. 

(2) Afl serious adverse drug experiences as defined in $$3 10.305 and 3 14.80 vf this chapter, 

frum each country where the condition has been or is currently marketed as a prescription drug 

or as an OTC drug vr product. Provide individual adverse drug experience reports (FDA Fcmn 

35OOA vr equivalent) along with a summary of all serious adverse drug experiences and expected 

or frequently reported side effects fur the conditivn. Individual reports that are not in English must 

be translated to English in accordance with 5 10.20(c)(2) of this chapter. 

(g) A~~~~~~~~~~~v~ procedures. The agency may use an advisvry review panel to evaluate the 

safety and effectivehess data in accord with the provisivns of 6 330,l O(a)(3). Alternatively, the 

agency may evaluate the data in cvnjunctivn with the advisory review panel or on its own without 

using an advisory review panel. The agency will use the safety, effectiveness, and labeling standards 

in !$33U.l~(a)(4)(i) through (a)(4)(vi) in evaluating the data. 

(1) If the agency uses an advisory review panel tv evaluate the data, the panel may submit 

its re~v~~ndativns in its official minutes of meeting(s) or by a repvrt under the provisions of 

6 330.10(a)(5). 

(2) The agency may act on an advisory review panel’s recvmmendativns using the prucedures 

in $0 330.10(a)(2) and 330.10(a)(6) through (a)(W). 

(3) IXf the condition is initially determined to be generally recognized as safe and effective 

fur OTC use in the United States, the agency will propose to include it in an apprvpriate OTC 
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drug monograph(s), either by ~e~~~g an existing ~v~v~a~h(s) vr establishing a new 

mvnvgraph(s)~ if necessary. 

(4) If the condition is initially determined not tv be generally recognized as safe and effective 

fur OTC use in the United States, the agency will inform the sponsor and other interested parties 

who have submitted data of its determination by letter, a copy of which will be placed on public 

display in the docket established in the Dockets Management Branch. The agency will publish 

a notice of proposed rulemaking to include the condition in 6 3 10.502 of this chapter. 

(5) Interested parties will have an vppvrtu~ty to submit carnments and new data. The agency 

will subsequently publish a final rule (vr reprvpusal if necessary) in the Federal Register. 

(h) ~~~~e~~~g. A condition submitted under this section for consideration in the OTC drug 

monograph system may be marketed in accordance with an applicable final OTC drug 

monograph(s) only after the agency determines that the condition is generally recognized as safe 

and effective and includes it in the appropriate OTC drug final monugraph(s), and the conditivn 

complies with paragraph (i) of this section. When an UTC drug mvnvgraph has nut been finalized 

and finalizatiun is nut imminent, after the agency has evaluated the cvmrnents tv a proposed rule 

to include: a new cvnditivn in a tentative fmal monograph as generally recognized as safe and 

effective and the agency has nut changed its position as a result of e comments, and 

complies with paragraph (i) of this section, the agency may publish a natice of enfurcement policy 

that allows marketing to begin pending completion of the final munvgraph subject to the risk that 

the agency may, prim to or in the final mvnograph, adopt a different position that could require 

relabeling, recall, vr other regulatory action. 

(I) CO~JXYZ&ZE ~~~u~~~~~. Any active ingredient or botanical drug substance included in 

a final OTC drug monograph or the subject vf an enforcement notice described in paragraph (h) 

of this section must be recognized in an official USP-NF drug monograph that sets forth its 

standards of identity, strength, quality, and purity. Sponsors must include an official vr prvpused 




